The clinical pharmacology of paclitaxel (Taxol).
Although paclitaxel (TAXOL) may be one of the most important antineoplastic agents to emerge from drug screening over the last several decades, with activity demonstrated to date against ovarian, breast, lung, and head and neck cancers, there is a relative lack of pharmacologic data available compared with other agents in similar phases of development. This has been due to the aqueous insolubility of paclitaxel and the inherent insensitivity of standard analytic assays in measuring the full range of biologically significant drug concentrations achieved in small animals, a fact that has limited preclinical pharmacologic studies. This report reviews the clinical pharmacology of paclitaxel as determined during early single-agent studies with the drug administered in various intravenous and intraperitoneal schedules and in combination with other antineoplastic agents. Additionally, available information pertaining to the pharmacodynamic and metabolic profiles of paclitaxel is discussed. Such information may be useful in designing rational treatment regimens using paclitaxel as a single agent and in chemotherapy combinations, potentially resulting in the optimal use of this important agent in cancer chemotherapeutics.